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21 (Thrice-amended) . A method for producing a 
polypeptide that binds ^ TRAF2 and either inhibits or 
increases the activity of Vf-kB, comprising: 

growing transformer^ host cells in accordance with 
claim 16 under conditions for tshe expression of an expression 
product from said cells; 

effecting post-translatioWl modification of said 
expression product as necessary for obtaining said 
polypeptide; and 

isolating said polypeptide. 




30 (Amended) . J^method for isolating and 
identifying a polypeptide, according to claim 20, capable of 
binding directly to TRAF2, corftorising applying the yeast two- 
hybrid procedure in which a sequfence encoding said TRAF2 is 
carried by one hybrid vector and aXsequence from a cDNA or 
enomic DNA library is carried by th\ second hybrid vector, 
the vectors then being used to transforNm yeast host cells and 
the positive transformed cells being isoJSated, followed by 
extraction of the said second hybrid vectory to obtain a 
sequence encoding a protein which binds to said TRAF2 , 



45 (Amended) . ^ method for identifying and 
^ producing a ligand capable c^f either inhibiting or increasing 

Ay (h /the cellular activity which isVchanged or mediated by TRAF2 
y /f comprising: 
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a) screening for\a ligand capable of binding to a 
polypeptide comprising at leas\ a portion of TRAF2 having the 




amino acid residues 222-501 of Tk^F2 ; 



b) identifying and characterizing a ligand, other 
than TRAF2 or portions of a receptor of the TNF/NGF receptor 

^l/l ^1 / family, found by the screening of (a) tc\be capable of said 
binding; and 

c) producing said ligand in substantially isolated 
and purified form. 




4 6 (Thrice-amended) . A method for identifying and 
producing a ligand cap^le of either inhibiting or increasing 
the cellular activity whicsh is changed or mediated by a 
polypeptide according to clad-^^ 53, comprising: 

a) screening for as^ ligand capable of binding to 
aid polypeptide; 

b) identifying and ch^acterizing a ligand, other 
than TRAF2 or portions of a receptoAof the TNF/NGF receptor 
family, found by said screening to be \apabie of said binding; 
and 

c) producing said ligand in su$\stantially isolated 
and purified form. 



47 (Amended) . A method for identifying and 
X ^^^.^^oducing a ligand capable of elSi^her inhibiting or increasing 

% 
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the cellular activity which is changed or mediated by NIK 
comprising : 

a) screwing for a ligand capable of binding to at 
least a portion of th\ NIK sequence of SEQ ID NO:7; 

b) identifying and characterizing a ligand, other 
than TRAF2 or portions oV a receptor of the TNF/NGF receptor 
family, found by said screening step to be capable of said 
binding; and 

c) producing said\ligand in substantially isolated 
and purified form. 

48 (Amended). A methodKfor identifying and 
oducing a molecule capable of dir>ectly or indirectly either 

nhibiting or increasing the cellular activity which is 

\ 

changed or mediated by NIK, comprisingV 

screening for a mole.cule\:apable of either 
inhibiting or increasing activities which\is changed or 
mediated by NIK; 

b) identifying and characteri zin^i^ said molecule; 

and 

c) producing said molecule in substantially 
isolated and purified form, 

49 (Amended) . A me\hod for identifying aXd 
producinj^ a molecule capable of directly or indirectly either 




- 4 - 



In re of Appln, M. 09/155,676 





inhibiting or increasing \±he cellular activity which is 
changed or mediated by a povLypeptide according to claim 51; 

b) identifying anX^ character i zing said molecule; 

aVid 

c) producing said molecule in substantially 
isolated and purified form. 



51 (Amended) . ^ polypeptide that binds to TRAF2 and 
either inhibits or increas4p the activity of NF-kB, said 
polypeptide comprising : 

a) the amino acid ^equence of SEQ ID NO: 2, an 
amino acid sequence encoded by uhe nucleotide sequence of SEQ 
ID NO: 6, or the amino acid sequencse of SEQ ID NO.: 5; 

b) an amino acid sequeneje a fragment of a) , 
which fragment binds to TRAF2 and ^i^t^ieir inhibits or increases 
the activity of NF-kB; 

c) an amino acid sequence of\an analog of a) or 
b) , having no more that ten changes in the amino acid sequence 
of a) or b) , each said change being a substitution, deletion 
or insertion of an amino acid, which analog bvinds to TRAF2 and 
either inhibits or increases the activity of NF-kB; or 

d) a derivative of a) , b) or c) whidh binds to 
TRAF2 and either inhibits or increases the activity of NF-kB. 
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55 (AmenMed) . A DNA sequence encoding a polypeptide 
that binds to TRAF2 Nand either inhibits or increases activity 
of NF-kB, selected from the group consisting of 

(i) a cDNA seqv^ience comprising the nucleotide 
sequence of SEQ ID N0:1; 

(ii) a cDNA sequence comprising the nucleotide 
sequence of SEQ ID N0:6; 

(iii) a cDNA sequence ^pmprising the nucleotide 
equence of SEQ ID NO : 4 ; 

(iv) a fragment of a sequen'Jse of (i)-(iii) which 
encodes a polypeptide that binds to TRAB;2 and either inhibits 
or increases the activity of NF-kB; 

(v) a DNA sequence capable of hyb^sidization to a 
sequence of (i)-(iv) under moderately stringent conditions and 
which encodes a polypeptide that binds to TRAFzXand either 
inhibits or increases the activity of NF-kB; and 

(vi) any DNA sequence other than those defined in 
(i)-{v) which encodes a polypeptide in accordance wi\h claim 
51 . 




59 (Thrice-amended) . \A DNA sequence encoding 

(1) a polypeptide in accordance with claim 53, or 

(2) a polypeptide that bi\ds to TRAF2 and either 
phibits or increases the activity of ]^-kB and is encoded by a 
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DNA sequence capable ofVbinding to a DNA sequence encoding the 
sequence of (1) under moderately stringent conditions. 



60 (Amended) . An anti-sense oligonucleotide 
consisting of a sequervce complementary to at least a portion 
of the mRNA encoding a mAF2-binding polypeptide comprising 
the amino acid sequence of\sEQ ID NO: 2, an amino acid sequence 
encoded by the nucleotide seq^nce of SEQ ID NO: 3, or the 
amino acid sequence of SEQ ID NOH5, said anti-sense 
oligonucleotide being capable of efs^ectively blocking the 
translation of said mRNA. 




62 (Amende^) . An isolated polypeptide comprising the 
amino acid sequence se^\forth as SEQ ID NO : 7 or an analog thereof 
swhich differs from the seqis^nce of SEQ ID NO: 7 by a substitution, 
^^y^ jieletion or insertion of a si\^e amino acid, which analog binds 
to TRAF2 and either inhibits orVncreases the activity of NF-kB. 





64 (Amended) .\ A method for identifying and 
producing a ligand capabieNDf either inhibiting or increasing 
the cellular activity which is^^^changed or mediated by a 
pOylypeptide according to claim 6^, comprising: 

a) screening for a ligaA<^ capable of binding to 
sa^d polypeptide; 

b) identifying and characterising a ligand, other 
than TRAF2 or portions of a receptor of the\TNF/NGF receptor 
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family, found by said screening\to be capable of said binding; 

^^/y \ ^) producing said ligand\in substantially isolated 

and d)urified form. 




68 (TwicV- amended) , A method for producing a 
polypeptide that binds to TRAF2 and either inhibits or 
increases the activity Xf NF-kB, comprising: 

growing transformed host cells in accordance with 
claim 67 under conditions for\the expression of an expression 
product from said cells; 

effecting post- translat id^al modification of said 
expression product as necessary for obtaining said 
polypeptide; and 

isolating said polypeptide. 
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